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* Ncrnciis * 

The Japanese Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 rhisdocumcnl has tH-.i: Mnsi.ic.i In compuici ihc liansl.iion niav not rcikcl ihc original precisely 
2.**** shows ihc woui '\\\\A\ can noi be Uan>lalL\i 
3. In the drawings, am w aiv not IraiislalcJ 



CLAIMS 



lClaiiTi(s)l 

[Claim 1 1 The wrinkhn- 
[Claim 2) The wrinkliiii: 
lermenl of the dennis fib 
[Claim 3 1 The wnnkliUL: 
I Claim 4 [ I' urtheniKM V i 
ultraviolel-i a\ s delensc .i 



i,„ nuuu-n prcx cntn c ^^l^cl> makes .n aciixc principle the inhibitor tc, a metal-dependent elastin diaiytic lement 
,,„ nu.iion prev eiunc .ccoidiu}; to elai.u I uhose metal-dependent elast.n dialytic femient is an elastin dialvtic 

•nation pivxcnlive a.conling lo cl: ! .-r 2 vvhose medication gestalt is a skin medicine lor external application. 

unnkhni' Innnalion prc^entlve ol lhe ciaiiii 1-.^ which is a thmj. containing an ultraviolet rav absorbent oi an 

L^ciil given in an\ one leini. 



[Translation done. | 
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The Japanese Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 This document has W-cu iranslaial In conipui.t So the lianslation mav ncU rctkct the original precisclv. 
2.**** shows the winch c-m not bo translalcJ 
3.ln the drawings. an\ woui- aio not iranshitca 

D^:TAILH^DHscRllM^o^J 



[Detailed Description ot liu' hiwntioii| 

ri'he tLhn,cal f.cld .lucV. nncnuoa hclongs| ,lus nncU.on ,ch,.os ,o the ur.nkl.ng fomiat, on prevenUve wh.ch c.n prcxcnt or .mprove 
occuirencc of the svnnkln,. ^noduccd In agmu ol lhc sk,n sl.ll ,n dcUnl aboLil a wnnklinf. tomiat.on preventive. 

ll^escJtplum of the l'r,.„ Xr- 1 A> an exa.nple of.cprcsenla.u.n o, appearance change prodnced when the skm ages, there are a urmkhng. 
oc™e ofsag. a decu-.n 'nt ..f. bean.'a p,gnK-n,at.on. color >one change, etc. Among these, about the p.gn.entatu.n. a reseatch 

S t:t:Tp::;;::::r ^ . .ulW prog^sstng a^o. occurence o. a .nnkhng. For 

ex mo c a wh,ch blended the collagen ,s ttsed. suir.cient vvnnkhng fonnat.on prevenfon etleet ,s not acquned 

i M Ah u o^^^^^^^ unnkhn . especallv relevattcc vMlh ultra^■>olet rays ,s strengthened, calls optical agmg agmg ol the skm 

JrcZd bX and isttudled ^ anouslv. I louever. the present condition ,s that the charge ol makeup still replaced with an 

ullraviolet rav ahsi>rbeiM <'r m ulii ax inlet-rays detense agent is n.n developed. 

|?Scm(s, to be SoK.-d m the l,.en„„n| Thce.orc. the pan.,se .fthis nwenlion ,s to offer the med.cine or the charge of makeup wh.ch 

can prevent or impnn c lorniation oTa wrinkhng 

ISs for Solvin. the l'Mblein| then, i winch the elastin of a dermis increases by notably by aging of the skin. especialK optical agmg 
^^1:::^:^^ ^.nch .1. mvliuon persons have examined variously paying attention to ..e -la on o t— and the elastin o, 
awnnklim---forexamplc.I Iniv.si.Dennatol. and S2:5H7-59() ( 1 >)S4). said - smce it is called 91 . 158-161 (U88)aidths 
iS^m mi 994) I , has been considered to lead to prevention of a wrinkhng to decrease an elastm On the other hand, as an elasUn 
i fc iJm^^^^^ tlK' ncutrophil-leucocMc origin ,s usnallv used. a,id the prevetUion effect over tormat.on ol a -nnkling d.d no 

tcfp^a^^^ nr.he xpcnn.ent using .Ik- mlnbuo, to the elastm d.ah tic fcn.ent of this neutroph.l-leucocyle ongin. 1 hen. although the thing 
Sng o a serine prnu ase and ,hc thing belonging to a metal-dependent protease were m the elastm dialytic enrient - a -ult ol 
conZmg a research f,ul he, . onh when the inhibitor to a metal-dependent elastm dialytic lerment ,s prescnbcd lor the patient, it hnds out 
that occuiTenceofa\vrnik!iniJc;ni prevent nitentionallv. and came iti complete tins invention. 

loOoTl Th^^^^ i,ne„Mo,:orfe,s the urmklnig formation preventive winch makes an active principle the inhibitor to a metal-dependent 
elastin dialvtic leniieni 

iFmbcldtments of the lu. enfon | As a me.al-dependen, elastm duiMic fennenl inhibitor used for tlr.sMnvention a "^^f:^'!'^'^'^'^^'^^^^ 
Eto s eciallv the ,netal-d -pendent elastase inhibitor of the demns f.brobla.st origm are desirable. As such an inhibitor it s 0 1/, ton 
S^m tic- h ub^ n .,„.-.apK- s fibroblast. Un example. X- luo/o 2M The matter in which 50% or more ot prevention activitv is shoun bv 
^ZZZ^mc acn-, :,v svs,c,n of ineasuren,en. uhich made — -Ala-Ala-Ala-p-nitroan.hde the substrate is mentioned 

iisinL>theea/vinelKnnd.\nackd\\ith!heiris-hvari,chl(>ric-acunnitlersi)lution(pll8.0) 

S As an "an^ > such a mclal-depeiulcn, elastm dialvtic ferment inhibitor, a ******** ac.d derivative, a mercapto propione amide 
derivative, etc. are meini.TK'd. I"i exaniple 

|0010| As a ******** .K k! deii\ ati\e. it is the folloxuiig general Iminula ( 1 ). 

10011) 

ll-'ormula 1 1 



0 K'^ 

II 1 1 

Ri-P-NHCHGONHCHC I'll; 1 • 

I 

Oil 

1001 21 The compound .x.,c.s>eJ u i.h 1 . R2. nul show among a fonnula the sugar residue wh.ch mav have the hvdrocarbon group 
which ma\ have the Indi. -.-11 ai 'III aiki the sMb>niiK-iU. or the subsiituenl) is mentioned 

uSni 1-he ii'de of ,hc . ..e-n,c,itioi,ed foinuila . I i. and Rl and R2 And R.. As a hvdrocarbon group vyhich mav have _ 

shown -ms of a salurak- ! ixdn.-.irbon machine and an unsaturali.-n Hvdrocarbon group are .suiiicieiu. aiiu an amN. go-..,' --• ■ 

tZ 7:^:1^^^^! . i .1-.;-. and annul:,, .ilkenM machine, an aromatic-lndrocarbon machine, an aralkvl machme, etc are mentioned. 



Thctliinu^^r I --4. csjv. 
[00141 An alk\l ^loup 
aforcmciitunicd ludi i^ i 
the letter of branchinij i 
machine, scc-biilvl. ten 
n-dodeevl. etc are mav 
group, a cNcloiiew l ni.iv 
machine nt ihe carbon i. 
carbon numbers 1 rc.^ 



ben/vl) machine, nv lcth\ 1 ^ phcnelhvl 



A ih. ihm. Ola carl^Mi number nil - 1 S are | these hvarocarbon groups 1 desirable 

\ n ula, >!l X 1 oup the ahocl.-Ukc Mkvl group of 5 - 7 member rmg ,s des.rabl.. and a cvdopcntNl.. 
\ U m' l''h eti are .nenUoned As an aronrafc-hvdrocarhon machine, the aron.afc-hvdroearbon 

an., a nap.U,ul group. . des,rable As an .alUyl mach.ne. the alkvl gn^up o the 
' ;!.;:u,h' iK aronnmeV^ d, oc;d.o;nnachn,e c>r carbon nun^bens 6-12 ,s de^^^^^^^^^ 



1 -napl 



hvl melhvl group, 2-naphthvl mcthvl group, 2-( 1 -naphihvb ethvl group. 



2-(2-naphilivl) elhvl gi 
[00151 Moreover, as b ; 
the ammo grtnip thai n ; . 
atom, an loduie atom, ^ \^ 
methox\ machine, the « i i 
1-12 IS desirable, lor c ...n 
protected, the ammo gioii 
Ibi-mula machme. as a lu i 
members, or the coikIc i - 
indolyl machine, a ihia > 
[001(>| A monosaecha: i^i 
bv these siiijar residue: 
grou]i, and an aralk\ 1 ma^ 
[00171 These ****** * ' 
jOOIXI A.s a meivjipio pi 
[00191 
[I'onnula 2 1 



Jni;!;:;,!';;:';;;;;^ .hL:::::;Z',nn,ps. a ha,ogen atom, a hvdn,xv,, an alko. , group, an ..CM gnntp. 
j ; . e l e tenvv.le lonnula nu,c!„ne. etc are n.en.umed As a halogen atom, a chlor.ne a.on. a brom.ne 
^ t^U^ \^.n^^iy~'^^^\ g,n„p. Ihealkoxvlgroupofcarbonnumbers 1-12 .sdesnable lor example^a 
: ; . .oup e,e L....cl As an acvl group, the — no.l n.achme oi carbon numbers 

n acctv 1 gt oup pVop mvl machine, the butv,. !. etc are ment.oned. As an amnio group which n^a^ be 
; . ,mo nJcnIe. ,ln alkvlanuno n.achmc. a d.alkvla.mno machme, etc. are ^-^^^-fj^^^l^^^, 

,,.,„ the ba.se olthe numocxcie ol.^ x.h.eh has a nitrogen atom, an oxygen atom, and/o 1-.^ > Itur aU,ms 14 
: nn. , : dcsn able l.r example; a pvruKl niaclune. a pilus — ** machine, a lunl machine, a th.envl gioup. an 
^' nuK ir.nc an iniuia/olvl nuah.ne. a be„/o lunl n.achnie, a beii/o Ihienyl group, etc are mentioned 
. , ' Kin. or' an ohuosacchande resKluc ,s .nen.ioned as a sugar residue. Moreover, as base xv uch can be epla cd 

alkNl .roup, an aevi urnup. an aralkv 1 UMchme. etc are mentioned. The thmg same as an alkvl group, an acNl 
nine a:^ :he above is mentioned here 

^ id dei ivatn es can be maiuilactured b\ lechmque given m Jl\5- 105698,A. 
MMone ;,mide dcMvativ e. it is the folKnMn- general tommla (2). tor example. 



[0020 1 The compound, e 
which max have the hv^ii^ 
atom, the earbowl groi:; 
the numbci of 1 -20) i^ iie 
[0021 1 The mside ot th. a 
group arc mentioned ^^ ■■ 
acetvl gnmp. a propiom : 
carbon numbers ^- L"^ i- i- 
group, etc are meiUioii.-.; 
machine, the amino gh 
[00221 R.-^ And R{> U n.. e 
thing is mentioned 
1002->1 As a heterot 
atom, and'or t suHui 
a lunl acid, a thieinl ^i'> : 
pviTolidim 1 machine. \\ 
heterocvcie lomuihi mae; 
mentioned .\s an cxamr, 
group IS mentioned 
10024] R(^ A> an alkoN\ . 
groU]\ an clliowcai bonv 
[0025 1 riiese mei eapi^' ' ■ 
known thai mammal o 
metal-dependenl elasnr. ^ 
[00261 Moreover. \on ii; 
the salt peiniitled ph.iiii^ 
|002'^| The wrinkhn- 
aging of the ^km 
|002S| Although a ^Kli : 
tbmiation pie\enlne, r 
meial-dependeiii eia>uii . 
desirable to consider | a 
|()029| Ahhough eoinjv - 



(2 



K-ssed uuli ( R4 sl.uxs a Indmgen atom or an acvl group among a fomiula, R5 shows the ndrocarbon grotip 

,.n or the substiiuent: Ro'sho. s die heterocvcie lornuUa machine or acvl group whic mav have a hvdu.gen 
C;,! .^v carbonvl gioup. the hvdrocari.m group that mav have the substituent, and the substituent, and n shows 

"v'nentioned lorninla (2). and R4 And R6 As an acvl group shown, a ****** noil machine and - -^^^ 
de coneerned ****^^^^ imil machine, tlie ^=***** noil machine of carbon numbers 1-12 is desirable, to example, an 
..ehme. a butvn l maehme. etc are mennoned Moreover, as an aiyl carbonvl group, U.e an 1 car onv gnmp 
.,P,l.o lor example a beii/ovl. a subsiuute ben/ovl. a naphthvl carbonvl group, a substitu e naphthvl carbc ml 
XsY,' .e replaced bv tlie lvm.nl or the naphthvl carbonvl group here, an alky! group, an alkoxx group, a halogen 
J In e; ox\ g] (nip. an alkaiud()xvnuichi):e. etc. are mentioned. m:> 7 ti. . v.m.h 

,n ,1 I has the substuuent shou n, and as a hvdrocarbon grotip, they are the above R 1 and R2 And R.^ 1 he same 

,c ioi , aila machine sho.n, a. a hetero atom, the base ofthe monocvcle of 5 which has a 

.MS - 1 I members oi the coudemsed nn. is desirable, tor example, a pyridyl machine, a pilus machme, 
, ■ ,uloM machine, a dna.olvl machine, an imida/olvl machme. a ben/,o furil machine, a ben/o thienvl group, a 



ICillllL. (.Ill ill iivm/ V i ' 1 11. i.^.... — - 

ma June, and Moreover, as base which can be replaced bv the concenied 



KTidi:,\ 1 maehme. a m> ■■ .1...^. ».iv. > , - . " i , .t.i,.,-^ 

„K- , iKilo.en atom, a In dioxvl. an alkoxvl group, an acvl group, the amino group that mav be protected aie 
, . ,| ,1,,,.,, ;,bst,tuents. ,hc> arc the abov e R 1 and R2 And The same thing as the substiiL.ent ol a hvdrocarbon 

I UP sliovvn :l c .IkoKv carl.Mr. 1 grou|. ol carbon numbers 1 - 1 2 is mentioned, and a niethoxvcarboml 

■ „i, v- an ,sop,op..xv ..uNnivl gioup. , buloxv earboml group, etc. are mentioned as the ^-^^""P'^ . 
. ...de din 'an- cs can be n.anufaoured bv ,echnu,ue given m .1P.57-24354.A. In addition, although U is 

,.v,u, depressant aci,.m ,s ,n these n,crcaptopro|Mon,c acd derivatives, it is not known at all that there ,s 

:,,:l\liL ;c;-menl inhibiUM> action , i ,- , ,mk . ,„.vi.ili ,,1" 

, .,sc 'he alorementioncd ******** acui derivative and a niercapto propione amide derivative with the gcstalt ol 

V pI'Vc!,n 'e ll'lil;, . invenlion hns a prevention or an improvement operation to occiincnce ofthe wrinkling bv 

... eMciinl ,.-hc,il.on an oi.ii i.ent. etc are meulioned as medication gcstalt ot thi. ,nventu>n wrinkling 
..s„ ,l.le lo eonsule, .is a 4.,n med.cnc lor exlenial application. Although especially the l..ad,.ms ol the 

: ■ i„i>,.,„ n, ,l„. ,-as,. orroiisulenni; as a skm medicine for external application are not restricted, it is 

' :'n'ljVr',',V7oMn,.-.>.uu,/e.pec,,,:!v |asn'. 1 - .S nf the weight 0.00001 ,o 10% of , he weight 



1, 1; ;is ;!n ulti a\ i->iet l av absorber. 



;,n ultrav itdel-ravs detense agent, a collagen, a **** agent, an 



anti-intlaiuinaUM\ .iiici ' 
nKlal-dcpciulcni ciasi;:; 
cspccialK 

|003()| Here, p-incihow ^ 
mentioned as an uhra\ 
gl\cvnhi/in. ete ai c iiu :; 
10031 I As lor lhe^e ulii.:- 
cspeeialK an anii-*\ul;ii 
prcventne nl'this eiii 
|()0321 As a eoneieie pli i 
gelling agent, antiseptic- 
blended in inenlionniL^ i . 
[00331 

ilixamplel Next. althouL 
|0034| l:\aniple 1 Hie s 
Dainippon Phannaeeuiii 
cairsenini 10%- and the 
in a phvsiologieal saline 
times. Aeell is o T'n !r 
earned out. and it conMd 
addition, it uas iiiade U' 
the aeetie aeid of *^iniei« > 
measured and asked lor i 
and it asked tor suiipress 



.iiin-o\;daiil. ^ i' 



^ • IMeiidcd \Mi!: nuenlion urinklmg lomiation preventive m addition to a 
,1 ;s .lesirai^l. i.^ Mend an ultiaMolcl rav absorbent and/or an ultrav mk-i-i ax s delense agent 



nuan.. .eid ^-eiln IIk x^ 1 etc ,s mciiiioned as an ultraviolet rav absorbent. Titaimim oxide, a /.ne ox.de. ele. are 
^ lltnsJagenl A inalurome acul :ind eeramides are mentioned as a — agent Moreover an allantom. 

■ .MieJ. .i^-m anli-intla;i;iiiatoi-\ agent ...... M.t 

,U, , .bs,Mb.„.>, ,i: ul.: .vu.lol-i;.. Jolcnsc ae.nl. a cnllagcn. a **** agent, an anU-ni la.n.uaU.n ag.nt. 

;>acsnablc u- < i ( « 1 1 u--^'"'' ofihc u.-.ulu midl to W% of the ueight into the ur.nkhng h-nnation 

, leenncl toiin ot th. vM uikhng lornialion preventive ol lhis niventioii. vamn.s oilv med.eu.es. a surfaetanl. a 
,„ a„.,oMaa..t a soKe,>l aleohol. a eheh.t.ng agent, a thickener, coloring matter, pertume. uater. etc can he 
:,,„„ salve, gel ,oi,.n. :i soh.l.on a pack. lo.,..dal.on. etc . and eonsidenng as these pha,.....eeiit.cal lomis 

r, .-x in.ple >-.ve,. this ,nveiil..m is exphaned still ... deta.l. this invention is not hm.ted m this, 
uhu'c oftlie norn.al I lou.o-sap.ens f.lnobh.s. n.arketed l.om eiastase activitv suppression eNai.unat.on 
,1 ( „ 1 Kl of Ihe ...ei.lMt.ou 1 Km.o-sap.e.,s fibroblast was earned out by DMb: cuUure med...... uh.eh contains eta 

. x nn uas presented u .;h .1 The ceil st, .pped fro.n the laboraton dish using the rubber pohee.na.. was made to lloat 
. .llecled 'ells us.ng the lou -.speed cc.U .fugal separation nu.ehine. is a physiological saline and washed them 

■ ,. X- : ■ n The ., ;s-hNdioehlo,-,c-aad buffer solution liil IX.O) was made to lloat. ultrasonic spallation was 
, , V,, lK|U.d !., the substrate of en/y.nc act.v .tv .i.ea.su.ement. they are l25mMs^ e'a.r.ed out Imierol 

. . , c„/x..K- 1. 'luul • .sample l.)().,..c,ol ,,t .^.7 deg.ees f for 1 hour using N-suecinvl-Ala-Ala-.Ma-p-n.troanilide. 
^ ,s aJded a„d the ,eae,.on u as stopped fi.e generated amount of nilroamlines is a spectropl.oion.eter. and 
ii. :,bso,ba..ce ... 4(..Snin Sample coi.een.i al.on was changed, the rate of enzyme aetiv.lv suppression was plotted. 
eoiiceiUralion lU'.-^oi .-^O'M, A .esi.li .s shown .n fable 1 
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0. 042 
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0. 050 
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[00361 
[Formula .1 





|,Hr,7[ The compound -1 :oun , .er.,.e-pr.u :,.e tvpe elas.a.e inhibitor of the .leut.oph.l-leueoevte or.gm so tha, eiea.K -'j'' ' 

not shou dcprcssa,,. ;k., lo the en/Mue of .he . lomo-s.ipicns lib:-. bias, or.gm which is a metal-dependent eiastase < M. .he olhei hand. 



compounds i . 2. :uul ^ 
|{)03S1 l-Aainplc : W uh ' 
less 

mouse (IIR/ICR- Unic oi , 
mimediatelv alter This \^ 
pri)duct made tVoni K >K ' 
sam]ile The naked e\c c 
end. A result is sliu\ui ii 
\0{)?i9\ For a minule aiii«- 
1 wrinkling / a tonnaUoi. 
[Table 21 



piv>-.-vl :hcinclal-dc]'e;ident elastaM' P'A\erlul]\ i , k . ■ .t t . i 

' i,,nP lo, iilln iiH.. > the 1 o>l;,iM luake. SI :2> ) ). U adjusted so that 1 time ol an exposure uu.lU be sU to I oi 
'p idialcd and 1 < 'mierol ^^a. applied behmd the unnkhng lomiation suppression examination hair loess 
Tcriineiu siart (> ueei.-old) bv the hau ioess mouse lor S. elhanol solution whieh eonta.u. a s.imple 

perloi nied oN.r 20 weeks The amount of in adiation energv was measured using t A dxadunne er the 
, ,( )p 1 -c \1 \ 'y\<-'^ - ^v.SD) \^Mvo^a. what applied onlv ethanol S0% as control was examined like the 

\i, tuMueu.A .T;he loiwd urmklumon the follow mg criteria (wrmklmg exponent ) alter the exanunation 

M maii.n ^ wnnkimg. a some fonnation 4:wrinkling is | a <wnnkling exponenl> O unnklmg / an aplasia 

; uiiukhiiii 1 lonnal]>)ii |<Hi4()| tinni\ laiiitK. 
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[00411 Although the elasi 
Table 2. the elastase mhil 
[00471 Next the examni. 
metal-dependent claslm - 
[0043 1 

Example 3 Cream (com) 
A compound 1 2 Squalau^ 
Vaseline 5 Glye\n hi/imc 
Total 100.0 100441 
Example 4 Skm loiinu > 
A compound 2 1 til\ccii 
Ceramide 1 PeiTunie Mii, 
Example 4 Pack agent i ^ > 
A compound 3 3 Polw n ,' 
Residue Total lOiifi 
I:\ample 5 InuindahtMi ic 
A compound 1 1 Spheric 
5 Red t)cher 1 I Uli amai li. 
[HlTcct of the ln\ eiUion| 
improved . 



i.c inhibitor holon^.n^ \o a sennc pn-i.-iisc did not slum unnkling formation dcprcs.sanl action so that clearly hom 
■loi- Ix'lonumii to a incial protease slioued the outstanding wrinkling formation depressant action 
..i Pivsciiplion oftlic incdieinc fur cMcnuil application for unnkling fonnation suppression uh.ch blended the 
, Kiic fci iiK-iii mliibiioi IS shown, 

St'cani 'acid 2 C iKccro] monosiearale Id lUhanol 2 Mcth\l paraiiydroxybeny.oale 0.2 Cciaiiol 2 ( )li%'e oil 4 
lad I Vitamin l' (».-^ ( eramide 5 IVM lunic Minute amount Coloring matter Minute amount Punlied water Residue 

iinioneiit 1 I weight "'" ) . , . , , u , i 

aionosicaraic 1 lahanol I S Propylene uhcol 4 Isopropvl palmilate 3 Lanolm 1 Methyl parahvdroxvben/oate t). 1 
i!o aiiioiiiil C'olorini; ii. alter Minute ainouiU Purified water Residue Total 100.0 |0045l 

iiipoiiciU l I weight 1 1, r ) 

: alcohol 2li(ilvcerol llthanol lo IVHume Minute amount Coloring matter Mmute amount I untied vvatei 

•I 

■ipponcul ) ( \\cn:lu " i' > 7 ,i i -r 1 - 

^jjj^.j ^,1,^., covering sericilc 4M ntratine particle titamum oxide 10 Yellow ihmi nxide 3 1 ale ^ Mica 

i\ir;ilx-ii 0 2 Liquid paiaftin 4.S SL]ii<iiane4 Total 100.0 10047] 

vcordtng in this iin cDUon. fonnation m ihc u rinklmg accompamed bv aging of the skin can be prex'ented or 



[Translation done | 



* N()Tici-:s * 



The Japanese Pat-nt Office is not responsible for any 
damages caused ;y/ the use of this translation. 

1 rhis document hash.-. ',.:ishncJln conipui.i S-Ulic liaiislaii.vi max not ivllccl llic original pn 
2.**** shows the vv^Mil ' cl can ii^t be liaiishiwi 
3. In the drawings. an\ w ■ , ,> .iumuM li an^laIcd 



Field ^ . 

ins nivenlinn relates llie unnkhiig tbniialion prevenlive which can piexenl ov improve 



|Thc technical field m u ; h un eiiMon heUui 
occuiTenee 



oftlK- uiinkl: • ivnJ.Kvd In auiui: ilK' skill sull in J.Uul about a wrinkling liimiatum pieVL-nlivc 



I'l ranslalion done | 



* N{)TR I S * 



The Japanese Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 This documciU has b.v u in>]alol in c^iuyuwi S,. i\w lraiishilM;i max not ivtlccl ihc original precisclv 
2.**** shows ihc \\oi\i ^ ,1- h can :u >t l^c liaii^la'cd 
3 In the drawings. an\ u aic iioi ii anshilcd 



Technique 

ll^cscnplion of the h io, a | A> an .Aainple o! , eprcsenlatton ol appearance change produced when the skin ages, tliei c are a u nnkhng. 
occLiiTcnce of sag. a decK ii.ait of a l^cain. a piuiiieiUalion. color lone change, etc Among these, about the pignienlatioir a l esearch 
progresses and \ arious k lus ol \\ hitcning agciiN arc developed and nuirkeled 

()()03 1 Bv the wa\ ihe p: . ..au condition is bcin:: unable t(^ sav thai the research is lullv progressing about occunenec ol a unnkling hor 
example although the ci.,: ^c oriiKikcup which Mended the collagen is used, surficient wrinkling fomialion prevention ellect is not acquired 
100041 About occurrence H a Nvrinklim:. especialh lelexance ^^^\h ulliaviolet ravs is strengthened, calls optical aging agnig ol the skin 
produced bv the U V ma.: aiu.ii and is studied v ii louslv 1 hnvexci . ihc present condition is that the charge ol makeup slill replaced with an 
ultraviolet rav absorbeiu : m iillrav iolcl-ra\ s ddensc agent is iioi developed 



[Translation done | 



* N()rici:s * 



The Japanese Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 .This document has bcci : aiishiicJ in c^nu]ni\ci So the traiisl.itioii ituiv not rdlccl the ongmal pn 
2.**** shows the woilI \\ 'lu h can noi be transki'.cd 
3 In the drawings. an\ \S' ^ aic not ii an>hitcd 



lilVecl 



[[{llect of the hiventionl . ordm^^ to ihis unenUon. lonnation oi ihe wiinktuig accompanied bv agmg ofthe skm can prevented or 
improved. 



[Transhition done ] 



* N()Tici-;s * 



The Japanese Patent Office is not responsible for any 
daunages caused ly the use of this translation. 

1 This document has ha ; nishiic.l In c^Mnpuu r So ihc liaiisKiitoM ina\ not vc[]cc\ ihc original prc( 
2.**** shows ihc word \\ ■ h can he liaiisi^iicJ 
3. In the drawings. an\ w« . > aiciio! nan>lalcd 



TIXUNICALPROML 



|i'rt>blein(s) lo be SoUcd ihc hi\ciition| Tlici cfoi c. llic ]nirp< 
can preveiU or inijiroxc -MaluMi ^M a wiiiikhiii: 



>l lhis iin cntion is lo olVer the medicine or the charge of makeup w hich 



ITranshilion done | 



♦ N( )TICl':s * 



The Japanese Patent Office is not responsible for any 
damages caused ty the use of this translation. 

I riiis docuincm has bcci unshitcl anuyuwr So ihc lianshiUou max nol lellecl ll.c original pn 
2,**** shows ihc word \\:v.A\ can iioi be uansiaicii 
3 In the drawings, am \M'■^:^ aiv iioi Uanshiicd 



MliANS 



IMcans for Solving the 1': -Mcnil then, i ^U„ch the clastm ofa dcnnis mcrca.scs by notablv bv aging of the skin, espeoalK optical aging 
^.rtuli; 'the , lace v l:,ch tb is n.viiuon persons have examined vanoasK paving attention to the -lat.o.. o .onnation and the elast.n o. 

a wrinkling-- for exampk . In.vsi Denn.lol .nd S2:5S7-59() . 1 ■■S4). said - since it ,s called 91 : 1 58- 16 1 ( 1 WS) ai d ll .> 
( V si U b ^> been cnsulered ,o lead to prev ent,on .f a wrinkling to decrease an clastin On the other hand, as an ela.st n 

dr. V ic fennent the hin. . ; the neutrophil-leueoeMc ongm is usualh used, and the prevention effect over lomiation ol a unnkl.ng did not 

a^i t a^^ th spe us,n. the u.lubiMr to the eh.sl.n diahtic fennent of this neutroph.l-leucocvte origin. 1 hen. although he thing 

a serine pro,..e and the tlung belonging to a metal-dependent protease were in the elastin dialyt.c emien. a.s a res.i t o 

colrnuing a research further. onK ^MK•n the mlubUor to a metal-dependent ela.stin dialvtic fennen, is prescribed lor the pat.ent. i. linds out 

th'it occurrence ofa wrini riii call iire\ent inteniionallv. and caineti.cinnplete this unention. 

*0("| Z "this iiuen :. ^o.Ver' th. ur.nkhng lo.niatum presentive uhich makes an active principle the inhibitor ,o a metal-dependcnt 
elaslin dialytic fennent 

ISldiments of the hn.,:u.ii| As a uK-tal-dependent elast.i, d.alvnc lennent inhibitor used for this invention.^a 

inhibitor cspeciallv the nui.il-depeiuleiit elasiase inhibitor ol llie demiis libroDiasi origin aic uc.suuu.e. /vs sue. a,. . .. ... ^- 

nl *e mc'ubat.,„ , ..,p,.,',s fibroblast, to, example. X- 1 <), .;. , 2M The matter in which 50% or more o. prevention act.itv is shown bv 
ImM in the en/vme aefs ^ s' stem ot ,ueasu,en,enl uhich made N.*-****.**.Ah.-Ala-Ala-p-n,troan,l.de the substrate ,s mentioned 
usinn the eii/vme iKiuid r i: acted w ilh llie iris-li\ drochlorie-aeui luilfer solution (pi 1X0). ■ • 4 

llSfAs an example of .n.h a me.al-dependent elastin d.ahtic lennen, inhibitor, a — - acid derivative, a mercap.o propione amide 
derivative, ete. are mentu ■k J. for e\;ui iple. 

[0010] As a ******** iu ti aenvalix'c. il is (lie following general formula (1). 

[00111 

[Fomiula 1 1 

1 II ' I 

I 

OH 

1001 21 The compound ex . . ssed ^^ ,lh ( R 1 . R2. and show among a foniiula the sugar residue which may have the Indrocarbon group 
vvhich mav have the hvdr, >j 11 aioir, and the subsiiluent.()r the sul.stitueiit) IS mentioned. , u . ,i i „,„ .m 

[OOni The inside ofthe .,b. ve-me.tioned lornmla ( I ). and Rl and R2 And As a hvdrocarhon group which may haxe the substitucnt 
show'n anv ofa satmaied :r drocarbon machine and an unsatuiatum hvdn.carbon group are sufficient, and an alkyl group, alkenvl machine 
alkvnvl gi-oiip annular aU . .toup. and a.mulai alkeml niaeli.iK-. an aromat,e-ln drocarbon machine, an aralkvl maclnne, eie are mentioned. 
The thing of 1 -24 espec: Y . ihe thiu'j of carbon number of l-l X .ire | these hvdrocaib(Mi groups | desirable 
100141 An alkvl group, a, i ilar .alkvl gioup. an.i aromat.c-hvdiocibon machine or an aralkvl machine is desirable among the 
aforementioned Iwdr.'-ca, ^ , , group.. ! Ice, as an alkvl group, the alkvl group ofthe carbon numbers 1 - 1 2 o. the s ape o, , ^^^^^^ 
the letter of hranchm. is .:c .iral4c. lor example. methvl group, an ethvl group, n-propvl group, an isopropvl machine, n-but 1. an isobutvl 
machine sec-butvl. lert-b i: . 1. n-penivl machine, an isoann l machine, lert-amvl grouiK n-hexvl machine, n-octv maclnnc. n-decvl group 
n-dodeevl etc arc inenti. u d As aimiilar a!kN I g.oup. the alicvcle-hke alkvl group of 5 - 7 member ring is desirable, and a cvclopentvlic 
group, a cvclohexvl mack u. a ..ciohcptv 1 ni.K-hnie, etc, are mentioned. As an aroniat,c-ln drocarbon machine. '''Y''''"'''''^- "^^^^^^^^^ 
machine ofthe carbon nu , e, s 1 k >nch .,s a phenvl group and naph.livl group, ,s desirable. As an aralkvl machine, the alkxl ^"mp ot the 
carbon numbers l-S ,cpk..vd uiih Hie amnuia-lu drocarbon macluiie ol carbon numbers 0-12 is desirable, lor example. plienvl metlnl (- 
ben/vl) machine. 2-phen- ic iu 1 : i^heneiln 1 > inachinc. 1 -naphilu 1 methvl group, 2-naphthvl methvl group, 2-( I -naphtln 1 1 ethvl group, 
2-(2-naphlhvn ethvl uron,' ^-pheiu lprop\ 1 machine, etc, are mentioned 

[001 SI Moreover as bas. • liicli can k-e replaced bv tiiese hvdi . v.iibon groups, a halogen atom, a hvdroxTl. an alkoxx I g. oup, an acvl group, 
the amino group that nu^ i pivueied liciei-u xcle formula ir.a. h.me, etc are mentioned As a halogen atom, a clilo, n.e itom, a bromine 
atom an lodme atom, etc . v n.enfor.e.l .ere \s an alkoxvl gi,.:,. the alkoxvl group of carbon numbers 1-12 is desu.ible lor example^a 
nJhoxv machine, the etl: . - . ba.c, in i.opropox. .roup, etc arc mciitioned As an acM group, the — noil maehuie „, carbon numbers 
1 P IS desirable for exa , Ic an ;,a-tv] cr.nir ., pivpionvi machine, the butvn k ete arc mentioned. As an amino group uiucu may i-e 
proleeled. the ammo gn^i. - ■.lie ka kiinmo m.u iune. an alkvlamino machine, a dialkxlamino machine, etc are mentioned \s a helerocvcle 



tbmiula machine, as .1 he i ' alnii iwc ihc nuMinc\Llc r! > whicU has a nilioi^cn atom, an owgcn atom, ana/oi I -^^ sullui atoms. - 14 

members, 01 the omkIci^. 1 ' VAii k-ra'^le, !-i e\aiiii>!c. a p\iu:\l inaciunc. a pihi> + + machmc, a tiinl machm. . lhicn\l group, an 
mdolvl machine, a thia/t ; ■iiacliii.c 1:1 iniivLi ^-Iv 1 machine, a Ik-;, o lin il machine. .1 tvn/o thienvl grouji. etc are menL^'iieLl 
1001(^1 A monosaecharu: : 'skl'ie - m i:: lechai ule reNuliie 1^^ : Mentioned as a siii^ar residue Moreo\ er. as base whieli can be rei^Uieed 

b\ these sugar residues. ,1 .lk\ 1 -r-nnv an .ie\ 1 L^nMip. an aialkv 1 iiiaeinne. etc are mentioned The thing same as an aik\ i -lonji. an aevl 
gr(Hip. and an aralk\l ma. r,;ie a^ i!:e ,:ko^. e i;ienluined lieie 

|(H}17| These ******** Jcn\ ni\es can be manutactnied In technique gnen 111 JP.5- 1 ( )5(V)S,A, 
[OOISI As a mercapti^ pi ;^ >uie Miiiide dei i\ aii\ e. it is the follow iiu' general lormula 1 2 i, lor example. 
|()nl^)| 
|l-omiula 2 1 

R'^-SCH2C11CGN!1(C11. -H^ v 2 

|(){)20| The compound e> mcssc,! w ilh i U I sli-'w s a h\drogen aioni or an acvl group among a fonnula, R5 shows the lixdN varbon grouji 
which mav have the li\di- j.n aion, ,m lii^' Mik /lUient, show s ihe hetei-oc\cle foiniula machine or acyl group which nia\ ha\'e a hvdrogen 
atom, the carbowl giouj ali.. - w . j:1^mi\ 1 oiip. ihe h\drot. ai '^on gi oup that max ha\ e the substituenl. and the siihsiniient. and n show s 
the number of I -20) i> n,. 1 oik l! 

|(H)21 1 The inside of the 1 a e-ineniioned ItM niiila (2 and RA And \ih As an acvl grou]i shown, a ****** noil machine and an an l carbom l 
group are mentioned As le eoneenied ****^^ noil machine, ihe ****** noil machine of carbon numbers 1-12 is desiiable. for example, an 
acetvl group, a propiom; i. icliiiie i biit\i-\l ii;acinne. etc are meiHioned Moreover as an anl carbonyl group, the ai\ I i aibonvl group of 
carbon numbers 7- Is is.; -mi;!!! e :oi L-x.anple. a ben/ovl. ;i sui sMiiite hen/o\l. a naplithvl carbtinyl group, a substituie naphthvl carbonvl 
group, etc. are mentione. \> Ivise leplaced tiie ben/tnl or ihe i::iphth\l carbonvl group here, an alkyl gioujx an alkow group, a halogen 
machine, the amino groui .! hvdrow L^roup. ai; .ilkanoloxv maeaine. etc aic mentioned 

[0022 j R5 An.d Ri^ It is. l'i i! 't li is ihr snbsiiuieiit shown, and as a hvdrocarbttn group, they are the abt)\e Rl and R2 .And R?> The same 
thing is mentioned 

[0()23| R6 As a heterocv^ e lornniki machine ^hown. as a hetero atom, tlie base of the monocvclc of 5 which has a mlioL'eii atom, an oxvgen 
atom, and/or 1 -3 sullur a' ns - i I lueinhei s. -i ihe condensed ring is desti able, for example, a jnTidyl machine, a piliis --^***** machine, 
a luril acid, a thiemi gro' > an i;idol\ . ni.ichiiK' a ihia/olvl machine an nnida/oM iiiaclnne, a benzo furil machine, a be;i, o thienvl group, a 
pM'iohdinyl machine, a p UM idinvl inacliine. ;i niol ******** n.achiiie. and Moret>\c! as base which can be replaced b\ ilie concerned 
helerocvcle foniuila maei iie. a naiogm aioin a h\diox\ L an alkoxvl group, an ac\ 1 group, the amino gn)up that ma\ he pioiccted are 
mentioned. As an exam]>i M these subsiiUieiiN. ihe\ are the abov e R 1 and R2, And R "^ The same thing as the sub.stitLicnt of a hvdrt>carbon 
gn>up IS mentioned 

[0024 1 R6 As an alkoxv . i;'n)n\i uio ip shtAvi;. ilie alkoxv CiiiTonvl group of carbt in numbers 1-12 is mentioned, and ;i melhoxvcarbonvl 
group, an ethox\carbon\ i.-iehnie. ai i.srproj^^v carbonvl gioa]\ j butoxv carbonv 1 group, etc. are mentioned as ihc e\ai 1 iple 
[0025 [ These mercapio ; > -aone a;iii le den\:i'i\ es can be niair.if;ielitred bv tecimuiiie given in JP,57-24.'^54,A. In atkhlioM. although it is 
known that mammal colL .ienase depiess<inl a>. :ion is m these mei eaptoprt)pu)mc acid derivatn'cs, it is nt>t known at all lliai there is 
metal-dependent elastin ■.: ;ilvtic teiiiiuit inhibi'oix action. 

[0026) Moreover, vou n.. . isc ilie ;itoivmenli^ Mied ******** ;icid derivative and a mercapto propitinc amide derivativ e with the gestalt of 
the salt penmtted pharm.: o;ogh all\ or ;i h\ di .;Ie 

[01)271 The vvrinkhng lo; ; i.iiion prev eiiir e o; 'his mvenlioii has prevention or an improvement operation to occuneiiee * >f the vvi inkling bv 
aging of the skm 

1(H)2S| Although a skm 11 edicine for oxieniiil .ipphcation, an oral agent, etc arc menlioned as medication gestalt of this ai\ entmn wrinkling 
fomialion iircventivc. il 1 JesiiaM^.' tt considei js a skin medicine for external applieahon. Although especiallv the loadiiii^s of the 
metal-dependent elasun . :;ai\t]c lei ineni inhibitor m the case til consklenng as a skm medicine for exleiTial ajijilication aie not restricted, it is 
desirable to consider I as opposed lo i( <t;il e( Huposition / espectaih [asOOUOl - s of the weight 0.0000 1 to 1 ()'V<. of liie weight. 
|002V| Although eonipo: tiN. sael. a- Jii uhi,;^ lolet rav ab.sorbeii: an iiltrav lolet-rav s Liefense agent, a collagen, a **^^" >ijent. an 
anIi-mnammatoiA aLieiU ;sl .in ,ai! x Aul.m" . v ii; be blendeil w ;lli Miis invention wiinkhng formation preventive 111 addiii> ii lo a 
metal-dependent ekisliii : .i'\lie l^ riK iii luhibiioi . ii is desiralile i-^ bleiul an ultravioiei i av absorlient and/or an ultravi>Ti : av s detense agent 
especialK 

[0().'iO[ 1 lere. p-melho\\ :iiiiainie .icid ^-elhvibexv! etc is mentioned as an ultraMolet lav absorbent, d'ltanmm oxide ;i .m;ic oxide, etc are 
mentioned as an ulli av io: i-i av s defense agent \ hvaiuronic .leul and cer;imides are mentioned as a **** agent. Moid >\ ei an alkintoin. 
glvcvrrhi/m. etc ;iie me; died .is m -laii-mlb aii]i;iloi-\ ;igeni 

[003 1 I As foi these uiti;: * el \ .w :l>s. - t vait- 111 ullrav lolet-i a\ s defense agent, a col ki gen. a **** agent, an antt-mll j!iiii..ilorv agent, 
especiallv an anti-o\idai e e . it is deMr;:ble i > blend ( ).( M ) 1 lo si of the weight ( 1 f ' 1 to 'Wu of the weight into the w i inkling fonnalion 
preventive ot this invenl. ;i 

(OiL^OI As a conciete ph.. ::.acea;Kal t; un of :iie wrinkling loiinalion piev enlive olMhis invention, xarunis oilv medicine^ 1 snrtaetant, a 
gelling agent, antiseptic- ;n anlioMd.iiii. .1 sebeiil. alcohol, a chel;iting agent, a thickener, coloring matter, perfume, w.iiei elc. e.m be 
blended in mentioning ;i eani 'hes.iUe gel .1 lotion. ;i sohilr mi .; pack, tonndation. ele . and considering as these phai 11 ..leetitie.il lomis 
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ctkvi ihc original precisely 
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li\amnlel Next althoug, an cx nupie i> .iven and this invention is explained still in dctaiL this invention is not hniiled :h,s^ 

,n a nhvsR.lomcal saline ,.llccU-J . cll. u>.n. ih.' lovv-spoed ecu ;lnual sc,.a, a.u.M nuich.nc. ,s a phvs.olog.cal sa uK ana a a.l cd Ihu . 

as c.vuK. lK,u„l m the subslra.e „, e„/v,ne aeUvUv ,neasu,cmcn,. thcv arc 125mM. e ., me out hu.cn.l 
aXct \ as M, ,,e, ,o en .n.e „ u„l • san,ple l,..)„ne„.l a, ^^,7 deuces C tor 1 lu.ur us„,g N-succ,nvl-Ala-A ,- Oa.vttUroan.hde. 

he a^^c a d o Smtetoi vas added, and the :eac„cm was su-pped. The generated an.oun. of n.troan.hnes .s a spcc,n,pho..n.eler. a, d 

aid r'ked tor t::e ahs.rbanee ,n -Kr^.nn. San,ple eoneentrat.on was cl,an,ed. the rale orcW,V,nc act.v.tv suppte.Mon was plotted, 
and 11 asked lor suppressn.n eoneenlniiion i UNO .^0%. A resiill is shown m 1 able 1 
10035) 
liable 
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|(H)371 The compound 4 Mown . ,ne-P: oicasc tvpe ela.la.e u:hibUor ofthc neutrophildeticocvte origin so that cS.mi , . Iron: Table 1 did 

not show depressant acl,. : 'o th. c i. ..ic H pk- I lonio-sapien. libr.'blasi ongm which is a inetal-uepenaeni ciasiase < mi ■ 

compounds 1.2. and s- imcs-.-J ::uiaU. U'p^'udem chislasc p^^xciiullx 



iiiici" 1 lai iLi, 



|n()3Sl I'xainj^lc 2 Willi ' 
less Mia), and I'V-H lii: 
mouse (I IR/iCK. liinc n\ 
iniuiciliatcK alter Thi^ w 
product made liom I t )k 
sainjilc The naked e\e e^ 
end A result is shown iii 
|(K),»| I'or a minute anu ■ 
1 w rmklmg / a lonnati or, 
|Table2| 



!ani- ''^Mlilr. ':iie> i the iosluha ui.iNC. Sh:' il adiusled so that 1 time of an exposuu 
■ '\ as 1 1 . 1 ( 'niieiol w a> applied behind the wi inkhn^ li>miation suppression e\ 

vperu!iei;i ^Mri o w^ek-old) b\ tlie han loess in*'use loi' So"n ethanol solution which coiUaii 



I N w .1-. pe' : 

()()!';:( 

mated '! j 
ahle ^ 

at lOl It ■! 

w riiikhiiL: 



M niai ' 



\er 2(1 weeks The an iouiu ol' iiradiation enei LiN was measured using \ ' 
^oS 3osl)) XKm e^^\ ei . whal apphed onl\' elhanol SOVn as eonliol was. 
>it llie toimed w : aim on the follow mg ci itena ( wnnklmg e\[ioneiii 

.iiiiu. a some foriiiair'n 4 \uinkling i> | a -^wrmkhng exponent • o wrinh 
Ml [nmi)] lirmK f.iinil\ 



;t he sel to 1 or 
iihHi h.nr loess 
lUiple 

uneler i the 
aed like the 
liie examination 

.111 aplasia 
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|()()41 I Although the elas ise inliibihM bel.ingiiig to a serine protease did not show \m inkling Ibmiation depressant actio;, o that elearh from 

Table 2. the elasiase mhr iior bcongaig lo ii n.etal protease showed the tnilstanding wrinkling fomiation depressant acii -a 

|()()42| Next, the exampiv oi pn -ci ip;ion of ihe medicine lor e\;eni,il ajiplicalion lor wrinkling fomiatuni sui^pression \va h blended the 

melal-depeii.deni i-!;is:tiii , lotic fvTaiciit inhibitor is shown 

|(K)4.'^| 

1 example 3 Cream (comp iciit) waiaiii " o ) 

A compt>und 1 2 Squalai Sleni in acid 2 t i;\L'erol monosteai atc 10 Iithanol 2 Meliivl parahvdroxyben/.oate 0.2 (.\-iaiio, J ( )li\e oil 4 
Vaseline 5 (Tlvevrrhi/inu icid 1 Viiamm 1 ■ " Ceramide s Perfume Minute amount Coloring matter Minute amount bin i:,ed water Residue 
Total 100 t) |0()44| 

l{xample4 Skin lotion (c mpon^iu ■ 'vv ^-im],! -a. , 

A compound 2 1 (ilvcen monoste i: ue ! 1 ihmol Ls Propvleiic gb col 4 Isopropvl palmitatc 3 Lanolin 1 Melhvl paraliv ox\ ben/oale 0 1 
Ceramide 1 Perfume Mii le amoimi i olormi: matter Minute amou;)t Purified water Residue Total 100.0 |004S| 
pAample 4 Pack agent (e nponcul ■ \\ci,:!hi ' > 

A compound 3 3 Polwm alcoiiol ^i'dUcciol S bdhanol 1(^ Perfume \hnute amount Coloring matter Minute amount : fied water 

Residue Total lOO.O |()o ■ | 

lixample 5 I'oundation ( ^ inpoi.cM) \\eii:lii' 

A compound 1 1 Sphei K .sdic; 2' ^ i aea co\eriiig sci iciii' 4.s ritrafine particle lUanium (>xide 1 (> Yello\\ iioa . ■ ide Tale 5 Mica 

SRedocherl nilramarr ■ 1 Pa' .nvii ' ^ 2 bup id pai alPm 4.N Sqiiaf me 4 l otal 100 0 
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an aciive principle the inhibitor to a metal-dependent ela>iiii 
laiiii 1 whose inetaPdependenl elastin dialylie lennenl i> an . 



islni diahtic tei ineiit is 0. 1" n triton from the incubation I lomo-sapieM> lil^ 
^-.uvk; iv. vv..M.MM^ Illation picx enlue according to claim i which is the matter m which 50% or more of pre>en!h 
bv ImM m the en/vme ac itv MMen. of measurement which made N-**********-Ala-Ala-Ala-p-mtroamlide the miP.i 
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|Claim4| The wrinkling : ^: mai:c) la eveniiv e ■ T ihe chum 1-^ w h-scinedieation gestah is a skm medicine tor extei nal ai 

anv one tenn 

[Claim 5| Purthemiore, tl.a wrn:kaa:: lonnaii.>:i iMwenUve of il)e claim 1-4 which is a thing containing an ultraviolel mv 
ultraviolet-ravs defense ai cat gi\ci. m am unc lerin 
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